Objective: Accurate preoperative assessment of the aortic annulus dimensions is critical in patients undergoing transcatheter aortic valve implantation (TAVI) for severe AS. Using multislice computed tomography (MSCT), we evaluated a novel approach to quantify aortic annulus dimensions using cross-sectional area (CSA) assessment and average diameter calculation compared with the commonly applied electronic caliper measurements in patients undergoing transapical implantation of the Edwards SAPIEN Transcatheter Heart Valve. Methods: Seventy-one patients underwent pre-TAVI MSCTwith the following dimensions assessed at the level of the most basal attachment points of all three aortic cusps joined by a virtual ring: CSA, calculated average annulus diameter (CAAD), and minimal, maximum, sagittal and coronal diameters. Measurements were compared with post-TAVI MSCT data sets at the level of the ventricular stent ending in 24 patients. Pre-TAVI measurements were compared to those taken post-TAVI. Eligibility to balloon-expandable TAVI was evaluated based on the different measurements. Results: The Edwards SAPIEN valve (23 mm, n = 8; 26 mm, n = 16) was implanted 2.1 AE 1.1 mm below the non-coronary sinus. Pre-TAVI CAAD was 23.0 AE 1.6 mm; post-TAVI CAAD was 23.0 AE 1.1 mm. Post-TAVI CSA was circular in 18 patients (75%) and ovoid in six (25%). Pre-and post-TAVI assessment showed strong correlation for CSA and CAAD (r = 0.835, p < 0.001; r = 0.841, p < 0.001, respectively). Minimal, maximum, coronal and sagittal dimension correlated weakly between pre-and post-TAVI measurements (r = 0.435-0.632, p = 0.001-0.034). Conclusion: Pre-TAVI CSA assessment and average diameter calculation using a virtual ring method is able to predict the post-interventional configuration of the annulus after balloon-expandable TAVI. We regard this approach as the best-available method to select the appropriate prosthesis size for balloon-expandable TAVI. Specific MSCT-based sizing recommendations should be developed. #
Introduction
Transcatheter aortic valve implantation (TAVI) constitutes an alternative for high-risk surgical candidates with symptomatic aortic stenosis (AS) [1] . Accurate preoperative assessment of the aortic annulus diameter is critical for correct valve sizing to minimise the potential for paravalvular aortic regurgitation or device migration. However, a gold standard has not yet been established [1] . Compared to fluoroscopy and standard echocardiography, limited by their two-dimensionality, multislice computed tomography (MSCT) can provide three-dimensional (3D) data sets with a high spatial resolution. MSCT recently confirmed that the aortic annulus is more oval than circular [2] . By contrast, devices for TAVI are circular and not ovoid when viewed axially, and as recently demonstrated, the Edwards SAPIEN Transcatheter Heart Valve (Edwards Lifescience LLC, Irvine, CA, USA) expands to an almost circular shape in most patients [3] . Thus, it may be assumed that balloon-expandable TAVI alters the configuration of the native annulus. Furthermore, although commonly applied, the term 'aortic annulus' is not used uniformly, mainly due to the complex anatomy of the semilunar hinges of the aortic leaflets, which tend to take the form of a three-pronged coronet rather than a circle and or a true ring [4] . This and the ovoid geometry have important implications as it may have dissenting results when different imaging modalities or imaging planes are used for preoperative annulus measurement.
In this study, we sought to evaluate a novel approach to quantify aortic annulus dimensions by MSCT using a virtual ring method-based cross-sectional area (CSA) assessment and average diameter calculation compared with the commonly applied electronic caliper measurements and transoesophageal echocardiography (TEE).
Material and methods

Study population
This study was approved by the institutional review board. Written informed consent was obtained from each patient prior to examination. The study population consisted of 71 consecutive patients with severe symptomatic AS, who were referred for diagnostic work-up prior to TAVI including an electrocardiography (ECG)-gated dual-source computed tomography (CT) of the heart as part of their assessment between June 2008 and October 2009. In addition to MSCT, patients underwent transthoracic (TTE) and TEE within a time span of 1 week. Exclusion criteria for MSCT examination were: either severely impaired renal function or previous adverse reactions to iodinated contrast agent. Of the 71 patients, 27 patients underwent transapical TAVI, all using the Edwards SAPIEN Transcatheter Heart Valve. The technique of transapical implantation of the Edwards SAPIEN Transcatheter Heart Valve has been described previously [5] . The selection of prosthesis size (23 mm or 26 mm) was a caseto-case decision based on pre-and intra-operative TEE and MSCT measurements. Intra-operative TEE and postoperative TTE were performed to evaluate for potential aortic regurgitation. Patients with transapical TAVI underwent follow-up MSCT.
The remaining 44 patients underwent either transfemoral TAVI with the CoreValve Revalving System (n = 13), conventional aortic valve replacement (n = 15) or conservative medical therapy (n = 16) and were not subject to follow-up MSCT.
CT protocol
All CT examinations were performed using a dual-source computed tomography (DSCT) scanner (Somatom Definition, Siemens Healthcare, Forchheim, Germany). For contrastenhanced data acquisition, a bolus of 90 ml iodinated contrast agent (Imeron 350, Bracco Imaging, Germany) was injected at a flow rate of 4.5 ml s À1 via an 18-gauge needle in an antecubital vein, followed by a saline bolus chaser administered at a flow rate of 4 ml s À1 with a total volume of 50 ml. The scan was started with a delay of 6 s after the attenuation in the aortic root reached 120 Hounsfield units (HU) by means of bolus tracking. Scan parameters for cardiac CT were as follows: tube current time product, 350 mA s per rotation; collimation, 2 Â 32 Â 0.6 mm; slice acquisition, 2 Â 64 Â 0.6 mm using z-flying focal spot technique; pitch, 0.2-0.43 adapted to the heart rate; gantry rotation time, 330 ms; tube voltage 120 kV; scan direction, cranio-caudal. Scan range extended from the carina to the diaphragm. CARE Dose4D tube current modulation (Siemens Healthcare) and prospective ECG-triggered tube current modulation [6] were employed for radiation dose reduction, the latter with a pulsing window between 30% and 80% of the RR-cycle. Given the clinical characteristics of the study population with severe symptomatic aortic stenosis, no additional beta blockade was administered to achieve slower heart rates.
Image reconstruction
CT data sets were reconstructed at 300 ms past the R-peak (end-systole) with a slice thickness of 0.6 mm and an increment of 0.4 mm using a medium soft tissue convolution kernel B26f and a sharp kernel B46f (mean field of view, FoV: 164 AE 22 mm, image matrix 512 Â 512). All data sets were transferred to a dedicated post-processing workstation equipped with Aquarius iNtuition (Terarecon Inc., San Mateo, CA, USA). Pre-TAVI images were assessed using predefined window settings (width 1.000 HU, centre 150 HU). Post-TAVI images were evaluated with a larger window of 2.500 HU centred at 1.000 HU to reduce beam hardening artefacts caused by stent material.
Pre-TAVI aortic annulus measurement by DSCT
Two predefined approaches were taken to assess aortic annulus diameters:
First, as reported by Tops et al. [2] , coronal oblique and sagittal oblique views through the aortic valve were reconstructed ( Fig. 1(a) and (b)), the latter with an orientation similar to that of the parasternal long-axis view on TTE and the mid-oesophageal long-axis view on TEE. By reviewing the reconstructed double oblique transverse view at the level of the aortic valve ( Fig. 1(c) ), we ensured the correct position of the intersection of both views in the centre of the aortic valve, defined as the conjuncture of the three cusps. Using the coronal and sagittal oblique views, the Fig. 1 . 'Hinge-to-hinge' assessment: three predefined standard views were reconstructed to assess of aortic annulus anatomy using multiplanar reformatted images adjusted to the axis of the aortic root. The green line indicates the orientation of the coronal oblique view, shown in (a); blue, orientation of the sagittal oblique view (b); red, orientation, of the transverse double oblique view (c). Measurements were assessed hinge-to-hinge (a and b), analogous to TEE (d).
diameter of the aortic annulus was determined with electronic calipers as the distance between the depicted hinge points of the aortic valve cusps ('hinge-to-hinge'; Fig. 1(a) and 1(b) ).
Second, the dimensions of the aortic annulus were assessed employing the new concept of a virtual ring joining the basal attachments of all three aortic valve cusps, representing the inlet from the left ventricular outflow tract (LVOT) into the aortic root [7] . Using the coronal and sagittal oblique views, the corresponding double oblique transverse view was adjusted to transect through the most caudal attachments of all three native cusps, defining the orientation and position of the virtual ring. To assess the CSA, the luminal contours were tracked on the double oblique transverse plane using automatic vessel analysis with manual correction (Fig. 2(c) ). CSA was calculated, noting the maximum and minimal diameters as displayed by the segmentation software. Using the equation for the area of a disc (pr 2 ), the average diameter of the encircled area was calculated (calculated average annulus diameter, CAAD) as follows:
In addition, luminal diameters at the level of the virtual ring were assessed on the orthogonal coronal and sagittal oblique views ( Fig. 2(a) and (b) ), similar to recent literature [3, 8] . Measurements were performed by two independent observers. One observer repeated all MSCT measurements 2 weeks after inclusion of the last patient.
Echocardiography
Multiplanar TEE was performed by an experienced cardiologist using a Philips iE33 echocardiography system (Philips Healthcare, Best, the Netherlands). The aortic annulus diameter was assessed on the mid-oesophageal long-axis view (approximately 1208) of the ascending aorta and aortic valve at end-systole, according to the ASE guidelines [9, 10] . Diameter was defined as the distance between the depicted hinge points of the aortic valve leaflets, using the inner edge-to-inner edge technique, including the annulus calcifications ( Fig. 1(d) ).
Post-TAVI MSCT assessment
Similar to the initial MSCTexaminations, we reconstructed coronal oblique and sagittal oblique views through the aortic valve prosthesis, with the intersection of both views representing the axis of the unfolded stent. The diameter of the unfolded stent was assessed on both views at the level of the ventricular stent ending perpendicular to the stent axis ( Fig. 2 (e) and (f)). In addition, the position of the resulting double oblique transverse view was adjusted to the lower end of the stent, and the CSA and respective diameters were obtained by means of planimetry ( Fig. 2(e) ). The depth of implantation was measured as the distance between the ventricular end of the stent struts to the basal attachment point of the non-coronary cusp.
Statistical analysis
Continuous variables are reported as means AE 1 standard deviation when equally distributed as assessed by Kolmogorov-Smirnov tests. Unequally distributed variables are reported as the median and interquartile range (IQ range). Pearson correlation analysis and modified Bland-Altman plots [11] , with assessment of systematic bias and confidence limits for a single prediction, were used to assess agreement Fig. 2 . Virtual ring and cross-sectional area assessment: in pre-TAVI MSCT, the coronal and sagittal oblique (a and b) and double oblique transverse views (c) were oriented through the aortic root so that the most caudal attachment points of all three aortic cusps were depicted simultaneously on the double oblique transverse view. The contours of the cross-sectional area were tracked by means of planimetry at this very level (white contour in d, grey and white lines illustrate minimum and maximum diameter). In addition, the diameters at this level were assessed on the coronal and sagittal oblique views using electronic calipers (white dots), measuring wall-to-wall with the cross bars indicating the level of the virtual ring (a and b). Post-TAVI measurements were assessed analogously (e-h) at the level of the ventricular stent ending.
for anatomic measurements by TEE and DSCT and to compare pre-and post-TAVI measurements. Paired Student's t tests were used to test for significant differences between continuous variables. All statistical analyses were performed using SPSS software (SPSS 17.0, SPSS Inc., Chicago, IL, USA). A p value <0.05 was considered statistically significant. To quantify the degree of deviation of both, the virtual ring shape and the shape of the cross-section of the unfolded stent from a perfect circle, we calculated an eccentricity index (EI), where EI = 1 À (minimal diameter/maximum diameter), as reported by others [12] . Using this index, an EI of 0 represents a perfect circle, with higher EI indicating elliptical geometry. Non-circular was defined as EI >0.1. Inter-and intra-observer agreement was calculated according to the Bland-Altman analysis.
Results
Study population
Patient characteristics are listed in Table 1 . Pre-TAVI DSCT data acquisitions and TEE were successfully performed in all 71 patients. Follow-up MSCT was performed at a median of 2.5 months (1st and 3rd quartiles, 1 and 5 months) after TAVI. One patient declined follow-up MSCT. Two patients died prior to follow-up MSCT due to respiratory failure in the setting of severe COPD and severe pneumonia, respectively. Post-TAVI MSCT data sets were thus available in 24 patients. Of them, eight patients received a 23-mm Edwards SAPIEN valve, while 16 patients received a 26-mm valve. The mean depth of implantation was 2.1 AE 1.1 mm below the non-coronary sinus (range, 1-3 mm).
Aortic annulus dimensions
The mean diameter of the native aortic annulus assessed 'hinge-to-hinge' at end-systole was 25. Projecting minimal diameters of the CSA onto the level of the co-aptation of the coronary cusps, they were found to predominantly transect through the right coronary cusp and through or close to the commissure between the noncoronary and left coronary cusp. Maximum diameters predominantly transected through the non-coronary cusp and the left coronary cusp. For the virtual ring, the mean calculated EI was 0.27 AE 0.08, range 0.11-0.43. The virtual ring's shape was elliptical (>0.1) in all patients. Pre-TAVI annulus dimensions for the subset of patients with transapical TAVI are listed in Table 2 .
TEE versus DSCT
The mean diameter of the aortic annulus as assessed with TEE was 22.1 AE 2.3 mm. The mean difference between hinge-to-hinge measurements in the sagittal oblique view in DSCT and mid-oesophageal long-axis view in TEE was À0.3 AE 2.6 mm. Limits of agreement according to the Bland-Alman analysis were À5.4 mm and 4.8 mm (Fig. 3(A) ).
Mean CAAD was significantly higher than the mean diameter of the aortic annulus as assessed with TEE (23.9 mm vs 22.1 mm, p < 0.001). Mean difference between CAAD measurements in DSCT and mid-oesophageal long-axis view in TEE was 1.8 AE 2.5 mm. Limits of agreement according to the Bland-Alman analysis were -3.2 and 6.7 mm (Fig. 3(B) ).
Post-TAVI DSCT assessment
The stent's median CSA was 415.2 AE 38.4 mm 2 (range, 328.8-472.2 mm 2 ); the corresponding mean calculated average annulus diameter was 23.0 AE 1.1 mm (range, 20.5-24.5 mm). The stent's CSA was close to a perfect circle (EI < 0.1) in 18 patients (75%) and elliptical in the other six (25%). Mean EI was 0.09 AE 0.05. The average crosssectional diameter in coronal and sagittal oblique images was 23.3 AE 1.2 mm and 22.6 AE 1.2 mm, respectively.
Pre-TAVI vs post-TAVI dimensions
Pre-TAVI CSA and CAAD correlated strongly with post-TAVI CSA and CAAD, respectively (r = 0.835, p < 0.001; r = 0.841, p < 0.001; Table 3 ). Patient-based pre-TAVI and post-TAVI dimensions are illustrated in Fig. 3(C) and (D) . A weak yet significant correlation existed between measurements at the virtual ring level in the coronal and sagittal views as well as the minimal and maximum diameters and their corresponding post-TAVI measurements (Table 3) . We also noted a weak correlation between the pre-TAVI hinge-to-hinge annulus measurements in coronal and sagittal oblique views compared with the coronal and sagittal oblique post-TAVI diameters (r = 0.529, p = 0.016, and r = 0.675, p = 0.001, respectively). 
Inter-and intra-observer variability
Mean inter-and intra-observer differences and the limits of agreement according to the Bland-Altman analysis are listed in Table 4 . Tightest limits of agreement were found for CSA and CAAD assessment.
Valve sizing according to annulus measurements
According to current sizing information on the Edwards SAPIEN valve, an annulus diameter of 18-22 mm assessed by echocardiography is considered appropriate for the 23 mm prosthesis and 21-25 mm for the 26-mm prosthesis [13] . Based on TEE, 12 patients (17%) were formally not suitable for balloon-expandable TAVI (Fig. 4(A) ; three too small, nine too large). Employment of the same cut-off values to CAAD measurements would deem 12 patients (17%) unsuitable according to the average diameter, all of them being too large. Minimal and maximum diameters would deem nine (13%, two too large, seven too small) and 58 (82%, all too large) patients unsuitable. Coronal and sagittal diameters would formally deem 31 (44%, all too large) and nine (13%, two too small, seven too large) patients unsuitable. (19-26 mm) . Employing 21 mm as assessed by TEE as the cutoff for a 23-mm prosthesis versus 26-mm prosthesis would correctly propose a 23-mm prosthesis for 14 patients and a 26-mm prosthesis for 13 patients, but would lead to undersizing of 14 patients and oversizing of 10 patients, when compared with CAAD. By contrast, employing 22 mm by TEE as the cut-off for 23-mm prosthesis versus 26-mm prosthesis would correctly propose a 23-mm prosthesis for nine patients and a 26-mm prosthesis for 24 patients, but would lead to undersizing of three patients and oversizing of 15 patients.
Retrospective comparison of the nominal size (23 mm or 26 mm) of the implanted prosthesis with the preoperative CAAD measurements revealed that of the eight patients with a 23-mm prosthesis, three were undersized (all with a diameter larger than 23 mm), whereas of the 16 patients with a 26-mm prosthesis, seven were oversized and one patient should have been deemed unsuitable (CAAD 26.7 mm, patient 14).
Paravalvular regurgitation
Mild to moderate paravalvular regurgitation was observed in five patients immediately after the intervention via intraoperative TEE and by TTE at time of discharge (patients 2, 6, 8, 9 and 21). Four patients had received a 23-mm prosthesis, of whom three patients were found to have a pre-TAVI CAAD of 23 mm or larger (patients 6, 8 and 21). Patient 6 had an annulus diameter of 24 mm by TEE, and was thus undersized in terms of TEE. The other three patients had TEE measurements recommending a 23-mm prosthesis. Note: Data shown for all patients with screening MSCT (n = 71); mean intra-and inter-observer differences and limits of agreement according to Bland-Altman analysis. 
Discussion
The inlet from the LVOT into the aortic root is more oval than circular. As demonstrated in this study, this not only causes dissenting results when aortic annulus dimensions are assessed with different imaging modalities such as MSCT or TEE, but also when different views are used within one modality. Furthermore, common devices for TAVI are circular and not ovoid when viewed axially, and as has been demonstrated the Edwards SAPIEN Transcatheter Heart Valve expands to an almost circular shape in most patients [3] .
With TAVI emerging, recent studies have focused on aortic annulus assessment by MSCT. Tops et al. reported a standardised approach to assess aortic annulus dimensions, measuring from hinge-to-hinge in reconstructed coronal and sagittal oblique views, the latter assumed to represent the parasternal long-axis view in TTE or mid-oesophageal longaxis view on TEE [2] . The diameter of the aortic annulus was found to be consistently larger in the coronal view than the sagittal oblique view, indicating that the annulus has an oval shape. Piazza et al. introduced the concept of a 'virtual ring', indicating the literal translation of 'annulus' into 'little ring', by joining the basal attachment points of the leaflets within the LVOT, thus representing the inlet from the LVOT into the aortic root [4, 7] . Given the tricuspid geometry, the basal attachment of one leaflet is usually opposite to the commissure between the other two leaflets. The leaflets' hinges extend from the basal attachment to the sinotubular junction, thus following the varying diameter of the aortic root, which is widest at the midpoints of the sinuses and smaller at the basal attachment of the leaflets and the sinotubular junction. Irrespective of the imaging modality employed, hinge-to-hinge measurements on a level other than the abovementioned virtual ring will yield dissenting results. For instance, measurements taken at the basal attachment of one leaflet to the depicted hinge point across the lumen will take a rather diagonal path in relation to the aortic root's axis (Fig. 4b) , thus yielding a higher value, further augmented by the aortic root's wider diameter towards the midpoint of the sinuses. On the other hand, a measurement between the basal attachments of two leaflets does not encompass the luminal centre but rather represents a secant across the aortic root, thus yielding lower values (Fig. 4(B) ). In general, it becomes apparent that the concept of a virtual ring can accommodate the 3D route of the leaflet insertions on the aortic annulus. Although the ring defines an accurate measuring plane, one or two individual diameters (such as minimal and maximum, or coronal and sagittal) still fail to adequately describe its size due to its ovoid nature. Therefore, the CSA derived from the MSCT data set and average diameter calculated thereafter should be employed. This approach may also be transferred to Dyna CT, an imaging modality which also allows for 3D imaging of the aortic root as part of the TAVI procedure in modern hybrid operating rooms [14] . The approach's significant relevance is supported by our finding that stent struts were oriented close to a perfect circle in the majority of patients. Of all the measurements, it was CSA and calculated average diameters that correlated most closely when pre-and post-TAVI data sets were compared. This strong correlation leads us to assume that the balloon-expandable TAVI procedure can change the form of the CSA of the aortic annulus while leaving the circumference and CSA unchanged. By evaluating the pre-TAVI CSA, and considering TAVI's tendency to strongly reduce the eccentricity, we can predict the post-interventional form and size of the aortic annulus. To us, this approach seems to be ideal for selecting the appropriate prosthesis size for TAVI. Furthermore, CSA and CAAD assessment were found to be the most reliable among the different MSCT measurements with the tightest limits of agreement. Assessment of CSA and CAAD is feasible with common commercially available postprocessing software. For the experienced reader, image reconstruction including data transfer to the post-processing station does not take longer than 5-8 min which should not impose a barrier for using this method in clinical routine.
Most studies reporting on TAVI so far have employed echocardiography for preinterventional annulus assessment. Tops et al. assessed aortic annulus dimensions in the parasternal long axis of TTE, and the sagittal oblique views in MSCTwere compared. While the mean difference between the two methods was 1.9 mm (yielding larger values in MSCT), they observed differences of up to 9 mm 2 . In our study comparing TEE and hinge-to-hinge measurements in the sagittal oblique view in MSCT, we did not observe a clear trend towards under-or overestimation of the aortic annulus size in the sagittal oblique view of DSCT compared to TEE results, although the limits of agreement varied between À5.4 mm and 4.8 mm, according to Bland-Altman analysis. The most likely reason for this rather wide range is the sagittal oblique view's dissimilar orientation in MSCT and the mid-oesophageal long-axis view in TEE. The exact orientation of the line of insonation relative to the aortic sinuses may depend on the acoustic windows and the individual anatomic orientation of the aortic root and LVOT and usually transect the non-coronary and right coronary cusps [15] , whereas the sagittal view in MSCT predominantly runs through the right coronary cusp and the opposing commissure between the non-coronary and left coronary cusp. In contrast to hinge-tohinge measurements, the CAAD was significantly larger than the mean annulus diameter as assessed by TEE and mean difference of measurements was 1.8 mm, thus indicating that TEE underestimates the dimension of the aortic annulus at the level of the virtual ring. The clinical significance of this observation is supported by our retrospective finding that undersizing was more prevalent than oversizing when comparing the operators' choice with CAAD. Interestingly, of the five patients with a paravalvular leakage three were undersized with regard to CAAD measurements as compared to only one patient when considering preoperative TEE.
Still, recommendations for Edwards SAPIEN valve sizing are based on pre-TAVI assessment by echocardiography. However, in clinical practice, the operators' choice is most likely to be influenced by the increasingly employed MSCT. Actually, facing multiple choices can be regarded as dilemma, because the variety of potentially considerable dissenting measurements will inevitably lead to unreproducible sizing choices, as shown in our study. Thus, the results of this study not only favour the planimetric assessment of the aortic annulus but also underline the need for new MSCTbased sizing guidelines. It is noteworthy, in our study, that none of the implanted stents reached the nominal diameter of 23 mm or 26 mm assuming that guidelines based on CAAD measurement will change our current understanding of definite cut-off values.
Study limitations
One limitation of this study is our relatively small patient cohort, which could limit its statistical power. As the concept of aortic annulus assessment by MSCT is evolving, the surgeon's decision on prosthesis sizing was influenced by both TEE and the different MSCT caliper measurements. Planimetric measurements of the aortic annulus were not available at the time of TAVI. Further investigation is required to evaluate our concept of CSA assessment and CAAD in relation to the clinical outcomes, particularly paravalvular leakage. So far, the proposed benefit of using this method is only theoretical. Also, comparison to other 3D imaging techniques, such as 3D TEE, which has recently been shown to be capable of planimetric assessment of the aortic annulus [16] , should be subject to future studies. Finally, since this study focused on patients with balloon-expandable TAVI, the presented concept and data cannot be readily applied when implanting self-expanding devices.
Conclusion
Pre-TAVI CSA assessment and average diameter calculation using a virtual ring method joining the basal attachment points of the aortic cusps is able to predict the postinterventional configuration of the annulus after balloonexpandable TAVI. We regard this CT-based approach the bestavailable method to select the appropriate prosthesis size for TAVI. Specific MSCT-based sizing recommendations should be developed.
